Background: The aim of the study was to investigate if the tumour infiltrating lymphocytes (TIL) are able to predict the sentinel node positivity (SLN), the disease free (DFS) and overall survival (OS) in clinical stage I-II AJCC primary cutaneous melanoma (PCM) through a prospective mono-institutional data base. Methods: The study included consecutive patients with PCM, all diagnosed, treated and followed up prospectively by a multidisciplinary team. Logistic regression was used to investigate the association between DFS, OS, SLN positivity and Breslow thickness, Clark level, tumor infiltrating lymphocytes (TIL), ulceration, lesion site, gender, regression and age. Results: From November 1998 to December October 2008, 1251 patients with PCM were referred to the Bergamo Riuniti Hospital. The median age was 51,7±16,6 years; 32,2% (N=393) with > 60 years, male:45% . Among those 394 patients with primary vertical growth phase (VGP) melanoma and no clinical evidence of metastatic disease who underwent SLN biopsy. In all, 74 of the 394 patients had 1 positive SLN (18,8%). In the multivariate analysis, no extremity primary (extremity vs axial = truncal and headh/neck) OR 0.44, 95% CI 0.22-0.89, p<0.023), TIL (TIL vs no TIL 0.46, p<0.02), and thickness (>4 mm vs 1,1-2 mm OR 25, 95% CI 4.95-126.32) predicted SLN positivity. A multivariate stepwise analysis confirmed these results. The histologic status of the SLN was the most significant predictor of DFS and OS. Patients with a negative SLN had a 5-year DFS of 75.9%, compared with 35.2% in patients with a positive SLN (p<.0001) and a 5-years OS of 88.7% versus 42.9% respectively (p<.0001).
Background and Aims: Sorafenib, an orally administered inhibitor of RAF-family serine/threonine kinases and tyrosine kinase receptors, has demonstrated promising results in the treatment of refractory advanced solid tumors, including soft tissue sarcoma (STS), in terms of disease control and toxicity profile. We performed a multicenter phase II study aimed to evaluate the efficacy and safety of sorafenib in patients with advanced STS progressing after anthracycline-based chemotherapy. Methods: Patients with recurrent STS failing at least one line of chemotherapy and no relevant comorbidities were eligible for the study and received sorafenib 400 mg bid until progression or major toxicity. Patients who received the study drug for at least 4 weeks were considered evaluable for statistical analysis. Primary endpoint of the study was the rate of progression free survival (PFS) at 6 months; the overall clinical benefit, i.e. the proportion of patients achieving response (partial, PR, complete, CR) or stable disease (SD) lasting at least 3 months (RECIST criteria) was also evaluated. Toxicity was graded according to the NCI Common Toxicity Criteria V3.0. Results: Among 74 patients enrolled in the study, at march 30, 2009 40 and 44 patients were evaluable for response and toxicity, respectively. Most frequent pathologic subtypes were leiomyosarcoma and lyposarcoma. About half of patients received sorafenib as third or subsequent line of treatment. Six-months PFS was observed in 10/ 40 (22,7%) while overall clinical benefit was documented in 24/40 patients (60%, CR=0%, PR=12,5, SD=47.5). Most frequently reported adverse events were fatigue, anemia, weight loss, diarrhoea, hand-foot syndrome (HFS) and alopecia. Grade 3-4 toxicities included HFS in 15.9%, diarrhoea in 13.6%, anemia in 4,5% and mucositis in 4.5%. Conclusion: Sorafenib is associated with antitumor activity and acceptable tolerability in patients with antracycline-refractory STS. Data from the whole patient population will be presented at the meeting Background: Prognosis of retroperitoneal sarcoma (RPS) is poor, especially if evaluated on the long run. The mainstay of treatment for RPS is surgery, but both quality and efficacy of the surgical resection decrease after multiple recurrences. We analyzed a large single institution series of RPS with the aim to provide information on the natural history of the disease and to identify prognostic factors of outcome. Methods: From 1998 to 2008, 149 patients with RPS were referred to our Institution and underwent surgery for primary (n=77) or recurrent (n=72) disease. Potential prognostic factors including histology, tumor grading, time to last recurrence and multifocality were retrospectively tested by univariable and multivariable analysis. Primary end-points were local disease free survival (LDFS) and disease-specific survival (DSS) from the first recurrence onward. Results: Median age of the study population was 55 years (range 20-83); 81 were male. Median FU was 33 months (range 6-122). 5-year LDFS and DSS for the whole population were 27,6% and 86%, respectively. Nineteen patients (13%) developed distant metastases (63% pulmonary; 68% extrapulmonary). Twenty-six primary tumors (33,8%) required multivisceral associated resection (32% of leiomyosarcoma; 14% of liposarcoma; 14% of other histologies). Histology and tumor grading have been identified as independent prognostic factors for LDFS. Leiomyosarcoma required a higher rate of multivisceral resections than liposarcoma, probably due to their infiltrative growth pattern; liposarcoma had a worse local control (5-year LDFS 18% versus 56%). Long term survival was similar in the two groups (5-year DSS 87,6% versus 80,5%), likely related to due to the lower rate of distant metastases in the liposarcoma subgroup. Sex and grading predicted DSS. LDFS and DSS became increasingly shorter along with the number of recurrences. Conclusions: Our data suggest that in RPS liposarcoma a more aggressive surgical policy should be adopted. Recurrent and multifocal tumors should require a multimodality approach because of the reduced chance of radical surgery. time of 54 months, 3-and 5-year disease-free survival was 80% and 73% and 3-and 5-year overall survival was 92% and 83%. Three-and 5-years locoregional control was 94% and 80%, and 5-year distant metastases free survival was 85%. Conclusions: NACT with paclitaxel and carboplatin followed by paclitaxel plus carboplatin and concomitant CRT represents a feasible, efficient treatment for patients with advanced NPC. This regimen ensures an excellent locoregional disease control and overall survival with a low incidence of distant metastases. Background: MGMT promoter methylation status is a prognostic factor in newly diagnosed glioblastoma patients. However, it is not yet clear whether, and if so how, MGMT methylation status may change; nor is it known whether the prognostic role of this epigenetic feature is retained during the disease course. Methods: A retrospective analysis was made using a database of 614 glioblastoma patients treated prospectively from 01/2000 to 08/2008. We evaluated only patients who met the following inclusion criteria: age ‡18; PS 0-2; histological diagnosis of glioblastoma at both first and second surgery for recurrence; postoperative treatment consisting of: a) radiotherapy (RT) followed by adjuvant temozolomide (TMZ) until 2005, and b) TMZ concurrent with and adjuvant to RT after 2005; a time interval ‡3 months between first and second surgery. Results: MGMT status was evaluated at first and second surgery in all 44 patients (M:F 32:12, median age: 49 years, range: 27-67 years). In 38 patients (86.4%) MGMT promoter status was assessable at both first and second surgery. MGMT methylation status, changed in 37% of second surgery samples and more frequently in methylated than in unmethylated pts (61.5% vs 24%, p=0.03). The median survival was significantly influenced only by MGMT methylation status determined at first surgery (p=0.04). Conclusion: Significant changes in MGMT methylation status during the course of GBM occur more frequently in MGMT methylated than unmethylated cases. MGMT methylation status determined at first surgery appears to be of prognostic value, however it is not predictive of outcome following second surgery. anti-tumor responses in pre-treated metastatic melanoma (MM) patients (pts) receiving the anti-CTLA-4 monoclonal antibody ipilimumab. We report the Italian (7 Institutions) experience on feasibility and safety of ipilimumab treatment of MM patients within a compassionate use program. Methods: Seventy-two pts (43 males, 29 females), median age 57 (23-80) years, ECOG performance status 0-2, with MM (51 cutaneous, 12 uveal, 2 mucosal, 7 unknown primary), progressing to 3 median (1-5) systemic therapies for metastatic disease initiated ipilimumab treatment between February and September 2008. In the induction phase (IF) pts received ipilimumab (10mg/Kg i.v.) q3 weeks (wks) x 4 cycles; after a 12 wks rest, upon physician judgement, pts received maintenance dosing q12 wks. First tumor assessment (TA) per modified World Health Organization criteria was performed at the end of the IF. Adverse Events (AE) were collected according to Common Terminology Criteria for Adverse events version 3.0. Results: All pts received at least one ipilimumab dose, 43/72 completed the IF; the remaining 29 pts were withdrawn for early disease progression. Twenty out of 43 pts entered the MF. TA performed at the end of the IF showed partial response (PR) in 4 or stable disease in 12 pts with a clinical benefit of 22%. Grade 3 AE were reported in 8% (6/72) pts (2 diarrhoea, 1 epigastric pain, 1 myocardial infarction, 1 tumor pain, 1 neurological event). Conclusions: Ipilimumab treatment in heavily pretreated MM pts is feasible and safe, and results in early clinical benefit in a sizeable proportion of pts. Background: MGMT methylation status has been found to be an important prognostic factor in glioblastoma patients (pts). However, further data on the epigenetic feature are needed before its role in rare diseases such as anaplastic astrocytomas (AA) can be established. Methods: A retrospective analysis was made on a database of 139 AA pts followed prospectively from 01/1995 and 08/2008. We evaluated only pts who met the following inclusion criteria: age ‡18 years; PS 0-2; histological diagnosis of AA; postoperative radiotherapy (RT) and chemotherapy (CT). MGMT status was determined with methylation specific PCR. The study aim was to evaluate the role of MGMT methylation status in AA. The log-rank test was employed to evaluate the significance of the prognostic variables. Results: 80 pts (m/f: 46/34, median age: 41 years, range: 18 -71 years) were enrolled. MGMT was assessable in 71 of 80 pts (88.8%), being methylated in 30 (42.9%) and unmethylated in 41 (57.7%) pts. Median PFS was 48.6 months (95%CI: 33.7 -63.5), being 96 months (95%CI: 29-163) and 38 months (95%CI: 18.9-57.2) in MGMT methylated and unmethylated pts, respectively (p=0.09). At univariate analysis, complete resection (p=0.02), age (p=0.002), and KPS (p=0.003) were significantly correlated with PFS. At multivariate analysis only age remains correlated with PFS (p=0.01). Median survival (OS) was 93.7 months (95%CI: 63.5-123.8), being not reached and 77 months (95%CI: 20-134.2), in MGMT methylated and unmethylated pts, respectively (p=0.03). MGMT methylation (p=0.03), age (p=0.0003) and KPS (p=0.03) were significantly correlated with OS at univariate analysis. At multivariate analysis, age (p=0.0002) and MGMT methylation (p=0.01) were correlated with a better OS. Conclusions: MGMT methylation status is an independent prognostic factor together with age in AA. This datum should provide the background to improve the therapeutic index with temozolomide concurrent with and adjuvant to RT in AA.
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E7 SALVAGE THERAPY WITH BEVACIZUMAB AND FOTEMUSTINE IN RECURRENT HIGH GRADE GLIOMAS
E10 INTENSIVE INDUCTION CHEMOTHERAPY IN POOR-PROGNOSIS ADULT PPNET PATIENTS: A SINGLE INSTITUTION EXPERIENCE
Bertuzzi A, Castagna L, Stroppa E, Quagliolo V, Navarria P, Secondino S, Giordano L, Santoro A Departimento di Oncologia/Ematologia, Istituto Clinico Humanitas, Rozzano (MI) Objective and Methods: To evaluate the impact of intensive versus conventional chemotherapy (CT), as induction treatment before high-dose chemotherapy (HDCT) for treatment of poor-prognosis (local advanced, metastatic or relapsed) adult patients with pPNET. Conventional-dose induction CT (CDICT) consisted of 3-5 cycles of ifosfamide/vincristine/epirubicin (IVE) followed by high-dose cyclophosphamide (CY) or etoposide also given for peripheral blood stem cell (PBSC) mobilization. Intensivedose induction CT (IDICT) consisted of 2-5 cycles of IVE alternating 1-3 cycles of carboplatin/CY/ etoposide (mCAPEC) supported by PBSC collected following the first cycle of IVE. Only pts in response or stable disease after induction CT proceeded to HDCT. Various conditioning regimens for HDCT were utilized. In case of local advanced disease, surgery and radiotherapy were performed when feasible in course of treatment. Results: From 1997 to 2006, 31 consecutive pts (16 CDICT, 15 IDICT) with median age of 26 yrs, were treated at Our Institution. Disease was advanced in 44%, metastatic in 44%, relapsed in 12%. Five pts had radical surgery at diagnosis and were not evaluable for response. Overall response rate (ORR) after CDICT and IDICT were 67% (CR 8%, PR 59%) (CR 6%, PR 44%, SD 6%) and 57% (CR 28% PR 29%), respectively. HDCT was performed in 23 pts (72%). At the end of the whole treatment ORR was 58% (CR 50%, PR 8%) and 50% (CR 43%, PR 7 %) in CDICT vs IDICT groups, respectively. With a median follow-up of 14 months (range 2-130), median time to progression (TTP) and median OS were 10 vs 11 months and 15 vs 12 months for CDICT vs IDICT groups, respectively. One transplant-related death occurred. Conclusions: In our series of adult patients with pPNET the use of intensive CT in the induction phase of treatment did not provide additional benefit over conventional therapy. Background: In malignant melanomas angiogenesis and metastatization are sustained by the synthesis and release of pro-angiogenic molecules, such as vascular endothelial growth factor (VEGF) and fibroblast growth factors (FGF), and promotion of increased vascular permeability and endothelial cell proliferation. S100A13 is a small calcium (Ca 2+ )-binding protein belonging to the S100 family. This protein is crucial for the release of angiogenic and pro-inflammatory peptides, such as FGF1 and IL1a, suggesting a possible role in neoplastic progression and metastatization. Several members of the S100 family, including S100A4, S100A6, S100A7 and S100A10, are overexpressed in cancer cells, compared to normal cells, and foster more aggressive phenotypes. S100A13 and VEGF-A are up-regulated in human astrocytic gliomas and correlate with microvessel density and tumour grading. Moreover, S100A13 is associated with a more aggressive, invasive phenotype in lung cancer-derived cell lines. Materials and Methods: To determine the involvement of S100A13 in human melanoma, we studied a series of 66 cutaneous melanocytic lesions: common melanocytic nevi (n=14), atypical or dysplastic nevi (n=14), RGP (n=10) and VGP (n=19) melanomas, and metastases (n=9). Main clinical and pathological features, including outcome, Clark's level, histotype, growth phase and mitotic activity were recorded. Blood microvessel density was determined with CD105/endoglin staining; inducible nitric oxide synthase (iNOS), S100A13, FGF1 and VEGF mRNA and proteins were detected by real time PCR and immunostaining, respectively. Results: The expression of S100A13 was significantly up-regulated in dysplastic nevi and melanomas, compared to benign nevi (p=0.014). Expression of S100A13 correlated positively with the level of VEGF staining (p=0.01), but not with FGF1, which was widely expressed in all lesions. S100A13 and VEGF were both associated with CD105/endoglin expression (p=0.007 and p=0.001 respectively). No correlation was found between S100A13 and iNOS. While VEGF correlated with risk of relapse (p=0.006), S100A13 protein expression was not associated with status at follow up. Conclusion: S100A13 may cooperate with VEGF in supporting an angiogenic phenotype in human melanoma. Background: Trabectedin is a tris, tetrahydroisoquinoline alkaloid isolated from the marine ascidian Ecteinascidia turbinata. It is the first of a new class of antitumor agents with a mechanism of action that involves the transcription-dependent nucleotide excision repair system. It has recently received approval, as a second-line therapy, for soft tissue sarcoma (STS). We report the experience of seven Italian center of medical oncology. Methods: Thirteen patients (pts) with advanced/metastatic STS are included in the analysis. All pts included had failed or progressed on ‡1 lines of chemotherapy (4 pts have made 1 previous line, 3 two previous lines, 4 three previous lines and 2 four previous lines). Trabectedin was administered at 1.3 mg/m 2 as a 24-hour IV infusion every 3 weeks with 20 mg of desametason premedication at T -12 and T 0. Disease assessment was performed every 2-3 courses utilizing RECIST criteria. Results: Median age was 56 (range 36-72), M/F 7 (53.8%)/6 (46.2%), ECOG PS 0/1 was 5 (38.5%)/8 (61.5%). Median cycles was 3(range 2-6). Twelve pts are evaluable for response and toxicity, one pts is too early. Partial response was obtained in 5 pts (38.5 %) (1 pts liposarcoma, 3 pts myxoid liposarcoma and 1 pts synovial sarcoma); stable disease in 2 (15.4.%) (1 pts liposarcoma and 1 pts leiomyosarcoma) and progression disease in 5 pts (38.5 %) (2 pts leiomyosarcoma, 1 pts liposarcoma, 1 pts myxoid liposarcoma and 1 pts carcinosarcoma).
E11 THE CALCIUM-BINDING PROTEIN S100A13 CORRELATES WITH AN ANGIOGENIC PHENOTYPE IN MALIGNANT MELANOMA
E12 EFFICACY OF TRABECTEDIN (ET
Hematologic toxicity grade 3 was observed in 2 pts (1 pts neutropenia, 1 pts anemia) and grade 2 in 2 pts (anemia). A laboratory transaminase elevation was seen in 7 patients: 1 grade 2 and 6 grade 1. All hepatic toxicities were transient. Three pts have developed asthenia grade 2. Conclusions: Trabectedin is an active drug in advanced pre-treated STS patients. It has an acceptable and manageable toxicity profile.
Glioblastoma has a poor prognosis with a median overall survival of 12-14 months, despite the multimodal treatment. Therefore, new therapeutic approaches are under investigation, mainly taylored to peculiar targets of the disease. Protein-kinase B (Akt) has been shown to have a pro-survival role also in cancer and it would potentially represent a marker of interest for glioblastoma. We retrospectively evaluated the role of Akt at the diagnosis and at the relapse in a casistic of 42 glioblastoma patients (median age 52), homogeneous for surgical-medical treatment received. Paraffin-embedded tissue samples from patients and from normal autoptic brain were studied by immunoistochemical analysis for total and phosphoAkt expression both at the time of the diagnosis and of the relapse. Akt expression was also correlated to tissue samples morphology including necrosis and vascularization. In clear contrast with normal brain tissue samples found negative both for total and phosphoAkt, all glioblastoma patients at the diagnosis were positive for total Akt with 41/42 of them positive for phosphoAkt. Focusing on this active form of Akt, we observed an increasing trend of its expression at the relapse, with 10 patients becoming strong positive. Interestingly none of the patients did decrease phosphoAkt expression at the time of relapse. High posphoAkt expression at the diagnosis correlated with earlier relapse (median time to progression 11 months in strong positive vs 13.4 months in weak positive patients). This finding was evident also at different time points during the follow-up: at five months after surgery strong positive phosphoAkt patients at the diagnosis relapsed in a double percentage compared to the weak positive subjects. Tumor neovascularization was found highly positive for phoshoAkt. Furthermore, phosphoAkt was increased at the periphery of ''pseudopalisade'' necrosis, but not in the diffuse form. Our data suggest a critical role of phosphoAkt in the pathogenesis and progression of glioblastoma; however, perspective studies with a larger number of patients are needed to support our findings. Background: Effective anti-tumor responses are being observed in metastatic melanoma (MM) patients (pts) treated with the anti-CTLA-4 antibody ipilimumab in clinical trials; however, no data support the feasibility and clinical effectiveness of ipilimumab use in the daily practice of MM. We report on a single Institution experience utilizing ipilimumab within a compassionate program for MM pts. Methods: 27 stage III (2) or IV (25) pts (14 males, 13 females), median age 55 (23-77) years, ECOG performance status 0-1, with MM (23 cutaneous, 3 uveal, 1 mucosal) progressing to 3 median (1-5) systemic therapies for metastatic disease received ipilimumab. Eight pts had evidence (6) or history (2) of brain metastases and 11 elevated (>1x upper limit of normal [ULN] ) LDH values. In the induction phase (IF) pts received ipilimumab (10 mg/kg i.v.) q3 weeks (wks) for 4 cycles; following a 12 wks rest treatment was repeated q12 wks in the maintenance phase (MF). Tumor assessment (TA) per modified World Health Organization Criteria was performed at baseline, week (wk) 12 (±2) and wk 24, then every 12 wks. Adverse Events (AE) and immune related AE (irAE) were collected according to Common Terminology Criteria for Adverse Events version 3.0. Results: All pts received at least one ipilimumab dose, and 21/27 completed the IF; the remaining pts, were withdrawn for AE severity (3 pts) or disease progression (3 pts).Eleven pts entered the MF. TA at wk 12 showed partial response (PR) in 1/21 or stable disease (SD) in 5/21 pts. TA at wk 24 showed PR and SD in 3/11 and 5/11 pts, respectively, with an ongoing clinical benefit (SD+PR+CR) of 30% (8/27 pts); these pts are still on treatment. The median overall survival is 29 wks (20-55). Slow, steady declines in tumor volume and appearance of new lesions with subsequent shrinking of total tumor burden has been observed. One patient experienced Grade 3 AE (myocardial infarction considered unrelated to treatment),1 patient Grade 4 irAE (pancytopenia) and 2 pts Grade 3 irAE (diarrhea). Conclusions: Ipilimumab treatment is feasible, safe and clinically effective also in the common daily practice and in heavily pretreated, progressing, MM pts. A sizeable proportion of these pts experiences durable clinical benefit and long-term survival. Background: The anti-CTLA-4 monoclonal antibody ipilimumab induces antitumor responses in cutaneous metastatic melanoma (MM) patients (pts). However, no data are available on the clinical effectiveness of ipilimumab treatment in uveal MM pts. We report the European (7 institutions) experience utilizing ipilimumab in uveal MM pts. Methods: Fourteen stage IV pts (8 male, 6 female), median age 57 (30-76) years, ECOG performance status 0-1, with uveal MM progressing to 2 median (1-4) previous therapies for metastatic disease received ipilimumab within a compassionate use program. Thirteen pts had history (1) or evidence (12) of liver metastases, 2 of brain metastases and 3 of elevated (>1x upper limit of normal [ULN] ) LDH values. In the induction phase (IF) pts received ipilimumab (10mg/Kg i.v.) q3 weeks (wks) x 4 cycles; after a 12 wks rest, treatment was repeated q12 wks in the maintainance phase (MF). Tumor assessment (TA) per modified World Health Organization criteria was evaluated at baseline, at week (wk) 12 and wk 24, than every 12 wks. Adverse Events (AE) and immune related AE (irAE) were collected according to Common Terminology Criteria for Adverse events version 3.0. Results: All pts received at least one ipilimumab dose, and 10/14 completed the IF. The remaining 4 pts were withdrawn for early disease progression, while 4 pts entered the MF and are still on treatment. TA at wk 12 showed partial response (PR) in 1/10 or stable disease (SD) in 3/10 pts; TA at wk 24 showed PR and SD in 1/4 and 3/4 pts, respectively, with a clinical benefit (SD+PR) of 29%. As previously reported for cutaneous MM, slow, steady decline in tumor volume and appearance of new lesions with subsequent shrinking has been observed. No grade 3/4 AE and irAE were reported. Median overall survival is 32 (2-52) wks. Conclusions: Ipilimumab administration in pretreated uveal MM pts is feasible and safe. A sizeable proportion of treated pts experienced clinical benefit, with extended survival. These data, thought preliminary and in a limited number of pts, suggest that uveal MM might represent a promising indication for ipilimumab treatment to be further investigated. Background: GI tract PDEC are rare tumours accounting 0.1%-1% of all GI malignancies. mTOR signalling pathway has emerged as a promising target for well differentiated endocrine carcinoma therapy. Because of different behaviour, PDEC are usually excluded from clinical trials employing the mTOR inhibitor RAD001 and actually their activity in PDEC is tested only in cell lines. Objective: We conducted a retrospective analyses of PDEC in a mono-institutional series revised according to WHO classification and validated with immunohistochemistry (IHC) for endocrine markers. We also aimed to testing if mTOR is expressed in the human PDEC. Methods: Between 1984 until 2007, 640 NETs were evaluated in our Institution, of whom 36 (5.6 %) were diagnosed as PDEC (excluding SCLC). The staining for mTOR was optimised employing slides of normal kidney as positive control. To ensure antibody specificity, consecutive sections were incubated in the absence of primary antibody. In such cases no immunostaining was detected. The immunoreactivity was evaluated on a semiquantitative scale considering the extent (score: 0-4) and the intensity (score: 0-3) of staining. The product was used to obtain an immunostaining score (total score 0-12). Results: There were 19M/17F, median age 59 years (range, 17-75). The primary site was: pancreas 12 (34%), colon 6 (19%), lung 6 (19%), unknown 5 (14%), small bowel 4 (11%), others 3 (10%). At diagnosis 30 (83%) pts had Stage IV disease while 6 (17%) underwent surgery. The overall survival was 18 months (range, 4-61+). mTOR expression is maintained at similar levels in 80% of samples, with no relationship with tumour origin, function, proliferation rate valued through MIB-1. Results: Mutually-exclusive mutations of NRAS and BRAF genes were observed at quite same rate (about two thirds) in cultured and in vivo melanomas (either primary or metastatic lesions). Conversely, p16 CDKN2A gene alterations were observed at increased rates moving from primary to metastatic melanomas and melanoma cell lines. No PTEN mutation was found in melanoma cell lines from our series.Activation of the RAS-RAF-ERK pathway was demonstrated to be due to a combination of molecular alterations (mainly, NRAS/BRAF mutations and p16 CDKN2A silencing). Regarding genetic predisposition to melanoma, p16 CDKN2A was found exclusively mutated in 16/545 (2.9%) non-Sardinian patients, whereas BRCA2 germline mutations were observed in 4/91 (4.4%) patients from North Sardinia only. Two MC1R germline variants, Arg151Cys and Asp294His, were significantly associated with melanoma in Sardinia. Conclusions: Our findings further clarified that multiple molecular events are accumulating during melanomagenesis as well as that genetic factors predisposing to melanoma are geographically heterogeneous and strictly depending on patients' origin. On this latter regard, prevalence of mutations in melanoma susceptibility genes needs to be evaluated within each specific geographical area. Background: DFSP and its fibrosarcomatous variant (FS-DFSP) are rare soft-tissue tumors accounting for 1,4% of all sarcomas. A retrospective analysis of our experience is reported. Material and Methods: Patients with a diagnosis of DFSP and FS-DFSP performed at our institute between 1982 and 2009 were identified. Two pathologists reviewed the slides and agreed on the diagnosis. Demographic data, tumor related characteristics and treatments were collected. Results: The study included 51 patients (22 female, 29 male); median age 43 years (range 7-91). Seventeen (33%) had tumors in the lower limb, 15 (30%) in the upper limb, 19 in the trunk (37%). Eleven cases were pathology consultations and the survival analysis was made on 40 patients surgically treated at IOR. Previous surgical treatments (from 1 to 5, median 1) were documented in 36 (90%) patients. Thirty-seven (92%) patients had localized disease and 3 (8%) were had metastases. 39 patients underwent surgery whereas 1 patient refused an amputation. A fibrosarcomatous variant was detected in 13 (32.5%) patients. Adequate surgical margins were reported in 73% of patients. Radiotherapy (RT) was added in 11 patients (7 with FS-DFSP). Ifosfamide and/or doxorubicin-based chemotherapy was administered to 3 patients with FS-DFSP. Two patients were lost to follow-up. Incidence of local recurrence was 42% in FS-DFSP and 15% in DFSP. Three FS-DFSP patients developed distant metastases whereas none of DFSP did. With a median follow-up of 48 months , the 5-year overall survival (OS) was 93%. The 5-year event-free survival (EFS) was 69% in localized patients. Histology (DFSP 65% vs. FS-DFSP 38%, p = 0.014), surgical margins (adequate 74% vs. inadequate 56%, p = 0.032) and site (limb 49% vs. trunk 100%, p = 0.02) influenced the 5-year EFS, whereas sex, use of RT or number of previous operations did not. session E
E14 IPILIMUMAB IN THE
E16 GASTROINTESTINAL (GI) TRACT POORLY DIFFERENTIATED ENDOCRINE CARCINOMA (PDEC): MAMMALIAN TARGET OF RAPAMYCIN (MTOR) EXPRESSION ANALYSIS
E18 CLINICAL AND IMMUNOHISTOCHEMICAL CHARACTERIZATION OF MULTIPLE PRIMARY MELANOMAS TO IDENTIFY FAMILIAL MELANOMA SYNDROME
Annals of Oncology
Background: Chromosomes 1p/19q codeletion has been recognized as a prognostic and predictive factor in patients (pts) with anaplastic gliomas (AG). Non-codeleted (intact) anaplastic oligodendroglioma showed a survival comparable to that usually observed in pts with anaplastic astrocytomas; MGMT methylation status, moreover, has been found to be a prognostic factor in glioblastoma and anaplastic gliomas. Methods: A retrospective analysis was made using a database of 253 AG pts followed prospectively between 01/1998 and 11/2008. We evaluated only pts who met the following inclusion criteria: age ‡18 years; PS 0-2; histological diagnosis of AG with 1p/ 19q intact, as determined by FISH analysis; treatment with postoperative radiotherapy (RT) and chemotherapy (CT); MGMT status determined using methylation specific PCR. The study aim was to evaluate the role of MGMT methylation status in 1p/19q codeleted AG pts. The log-rank test was used to evaluate the significance of the prognostic variables.
Results: 75 pts (m/f: 39/36, median age: 40 years, range: 18-70 years) were enrolled. Histology was anaplastic oligodendroglioma in 19 pts, anaplastic oligoastrocytoma in 22 pts and anaplastic astrocytoma in 34 pts; all these pts were 1p19q intact and received surgery, RT and CT. MGMT status, assessable in 66 pts (88%), was methylated in 38 pts (57.6%) and unmethylated in 37 pts (49.3%). Median progression-free survival (PFS) was 27 months (95%CI: 13.1 -40.9). In multivariate analysis, no enhancement at time of diagnosis (p=0.03) and gross total resection (p=0.04) were significantly correlated with better PFS. Median survival was 74 months (95%CI: 55.9-92.1). In multivariate analysis, only age (p=0.005) and KPS (p=0.045) correlated with a better survival. Conclusions: MGMT methylation status does not seem to provide adjunctive prognostic information in pts with 1p/19q intact AG.
E22 DECREASED LEVELS OF REGULATORY T (TREG) CELLS IN PERIPHERAL BLOOD OF MELANOMA PATIENTS AFTER TREATMENT WITH INTRAVENOUS HIGH DOSE INTERFERON (HDI)
Ascierto PA, Napolitano M, Celentano E, Simeone E, Daponte A, Gentilcore G, Capone M, Palmieri G, Castello G, Mozzillo N National Cancer Institute, Naples -Institute of Biomolecular Chemistry-CNR, Sassari
Background: Natural T regulatory (Treg) cells are deputed to controlling autoimmunity through ''dominant tolerance'' and represent approximately 5-10% of the total CD4+ T cell population. They are expressing high levels of surface CD25 (high-affinity IL-2a receptor subunit), CTLA-4, and glucocorticoid-induced tumor necrosis factor-a receptor (GITR). Tregs have been shown to be present in tumor and tumor-draining lymph nodes, acting as a potential inhibitory population blocking or ''balancing'' effector cell function. Thus, depletion of Tregs or blockade of Treg function might be able to enhance antitumor immunity. Recent evidence has been reported about the possibility of High Dose Interferon (HDI) to act through an indirect immunomodulatory rather than a cytotoxic mechanism: a) correlation with the development of autoimmunity (Gogas, NEJM 2006); b) endotumoral increase of CD11c+/CD3+ cells and decrease of CD83+ cells in clinical responders. Therefore, we started a study to verify if iv HDI treatment in melanoma patients could be able to reduce the number of Treg cells in peripheral blood. Patients and Methods: Analysis was performed on melanoma patients referring to the National Cancer Institute of Naples since July 2006 and who addressed to Neoadjuvant or Adjuvant treatment with iv HDI (20 million units/m 2 , 5 days per week) for 4 weeks. Peripheral blood mononuclear cells (PBMC) were obtained from 22 consecutive melanoma patients. Blood draw was performed at days 0, 8, 15, 22 and 29. PBMC were thawed and labeled with anti-CD4-PerCP and anti-CD25-Pe (IL-2R1) (BD, San Diego, CA) and anti-FoxP3-FITC (PCH101) (eBioscience, San Diego, CA). Labeled cells were analyzed using a FACScalibur (Becton Dickinson). Results and Discussion: Fifteen (68.2%) out of 22 patients showed a decrease of Treg cells in peripheral blood. The average value at day 0 for circulating Treg cells (cTreg) was 2.7%. The average percentage at day 29 was 1.4%. The average reduction was 1,4 (50% reduction in the average value of cTreg). Statistical analysis showed an average decrease of 0.29% per week of treatment. Despite of this clear trend in reducing cTreg by HDI induction treatment, statistical significance was not reached (probably due to the power of the study). Moreover, it has been observed great differences between the disease status, the prognosis (recurred/not recurred pts, alive/deceased) and an increased basal percentage of cTreg in PBMC. Our preliminary data are consistent for an effect of HDI on reducing circulating Treg cells, although no conclusion about the role of such reduction in terms of response to treatment or as prognostic markers of better/worse disease can be inferred. Further data are awaited in order to verify if the Treg reduction after a HDI treatment may indeed contribute to the antitumor response. Gliomatosis cerebri (GC) is defined as a diffuse neoplastic glial cell infiltration of the brain involving more than two cerebral lobes. Diagnosis and management of GC are difficult. Because of its diffuse nature, surgery is not suitable and large field radiotherapy carries the risk of severe toxicity.
E23 GLIOMATOSIS CEREBRI: A SINGLE INSTITUTION REPORT
Between May 2006 and February 2008, 6 patients (pts) (M-F=3-3; median age at diagnosis: 69 years; range: 44-74) were diagnosed with GC based on radiological characteristics and histological findings at University of Modena and Reggio Emilia. The aim of this retrospective analysis is to study clinical characteristics, the role of temozolomide and outcome of these pts. The analysis was performed using clinical charts, radiological investigations and pathological examinations.
Five pts underwent a stereotactic biopsy (positive for neoplastic cells in 2 on 5 cases), while only 1 pt was submitted to surgery (partial exeresis). Based on it, histological specimen was diagnostic in 3 on 6 pts and it was as follows: 1 low grade astrocytoma (G1-2), 1 high grade astrocytoma (G3) and 1 low grade oligoastrocytoma (G2). In 3 pts the diagnosis was only on neuroradiologic investigations. Four pts received an antineoplastic treatment for GC (66%). One pts (16%) was submitted to whole brain radiotherapy (54 Gy) and subsequent chemotherapy with temozolomide, while 3 pts (50%) received chemotherapy with temozolomide. The median number of cycles delivered was 5 (range: 2-7). Only one pt developed a grade 1 hematologic toxicity (the one who received also radiotherapy). Median time to tumor progression was 6 months (range: 2-20), with a median overall survival of 16 months.
Survival data are similar to the literature. In this setting temozolomide is well tolerated and these results indicate that radiotherapy to extensive brain regions can be deferred until progressive disease is observed. Aim: To evaluate the maximum tolerated dose (MTD) and safety of the combination of non-pegylated liposomal doxorubicin (Myocet) and ifosfamide in patients with metastatic soft tissue sarcomas. Methods: Cohorts of four patients with metastatic soft tissue sarcomas received up to five cycles of intravenous ifosfamide 3000 mg/m 2 on days 1-3 in combination with escalating doses of intravenous Myocet on day 1 every 3 weeks until dose limiting toxicity (DLT) in at least one patient. Myocet was planned to be escalated through 10mg/m 2 increments / cohort from 40 to 80 mg/m 2 . Toxicity was graded according to the National Cancer Institute Common Toxicity Criteria v3.0. Results: Ten patients were enrolled in the study and 8 of them received the treatment. Median age was 45 years, 5 patients were female. Two patients had received 1 cycle of prior chemotherapy. DLT, consisting of grade IV neutropenic fever, was reached in one patient at dose cohort 2 (50 mg/m 2 ). The present study aims to define the feasibility and the effectiveness of a new biweekly schedule of Fotemustine in patients with recurrent Glioblastoma, after at least a previous treatment. Primary endpoint was progression-free survival at 6 months, other secondary objectives were: clinical response, overall survival, disease free survival and toxicity. Forty-one patients ( median age: 53 years; median Karnofsky performance status at progression: 80) underwent a second-line chemotherapy with Fotemustine. Selected patients were previously treated with a standard Radiotherapy course with concomitant Temozolamide. After MRI-proven tumor relapse or progression, all patients underwent chemotherapy with Fotemustine, given intravenously 80mg/m 2 every two weeks, for 5 consecutive administrations (induction phase), and then every 3 weeks at 100 mg/m 2 as maintenance. Toxicity grading was based on the National Cancer Institute's Common Criteria (version 2.0). A total of 338 infusions were administered; the median number of cycles administered was 8. All patients completed the induction phase and 29 patients received at least one infusion of maintenance. Response to treatment was assessed on MacDonald criteria. One complete response (2,4%), nine partial responses (22%) and 17 cases of stable disease (41%) were observed. Median time to progression was 6.3 months. Progression free survival at6 months was 53.6%. Median survival from the beginning of Fotemustine chemotherapy was 10.2 months. The schedule was generally well tolerated, and the main toxicities seen were hematologic (grade 3 thrombocytopenia: in 2 cases). To the best of our knowledge, this is the first report specifically dealing with the use of biweekly induction schedule of Fotemustine. The study demonstrates that Fotemustine has therapeutic efficacy as single-drug secondline chemotherapy with a favorable safety profile.
E24 PHASE I STUDY OF NON-PEGYLATED LIPOSOMAL DOXORUBICIN IN COMBINATION WITH IFOSFAMIDE IN ADULT PATIENTS WITH METASTATIC SOFT TISSUE SARCOMAS
Conclusion
E26 NEMO (NF-KB ESSENTIAL MODULATOR) BINDING DOMAIN (NDB) PEPTIDE COULD INDUCE APOPTOSIS IN SEVERAL MELANOMA CELL LINES
De Maio A, Capone M, Natale E, Gentilcore G, Gravina C, Mistretta C, Di Martino S, Simeone E, Daponte A, Caracò C, Palmieri G, Faraone -Mennella MR, Ascierto PA National Cancer Institute, Naples -Department of Biochemical and Biochemistry ''Federico II'' University, Naples -Institute of Biomolecular Chemistry-CNR, Sassari
Background: Recent evidences indicate that activation of nuclear factor-kappa B (NFkB) could play a role in melanoma progression. NF-kB is able to regulate the expression and the function of a wide spectrum of genes involved in cell cycle control, apoptosis, cell growth, tissue invasiveness and inflammation. For this reason NF-kB is persistently activated in many types of human tumors, protects developing tumor cell from death and thereby contributes to tumorigenesis and cancer therapy resistance (Lee CH et al. 2007) . NF-kB is anchored and blocked outside the nucleus, under physiological conditions, by a family of cytoplasmic inhibitors, IKB. NF-kB is activated by kB kinase complex (IKK), consisting of two catalytic subunits, IKK alfa and IKK beta, and a regulatory component, IKK gamma, also named NF-kB Essenzial Modulator (NEMO) (Karin M 2006) . Recent advances revealed that a very small region in the COOH terminus of IKKalfa, (L738-L743), and IKKbeta (L737-L742), was essential for stable interaction with NEMO, and for the assembly of the IKK-NEMO complex. The identification of the NEMO-binding domain (NBD) peptide that can block the activation of the IkB kinase (IKK) complex, have provided the possibility to selectively modulate the activation of NF-kB by targeting the NBD-NEMO interaction. NBD peptides inhibited the interaction of IKKb with NEMO in vitro and prevented formation of the endogenous IKK complex. Recently, we demonstrated that the administration of NBD peptide in A375 cells line produces inhibition of constitutive NF-kB DNA-binding activity and inhibition of IKK activity. We also shown that NBDpeptide inhibits A375 cell growth, inducing apoptosis by activation of caspase-3, as confirmed the cleavage of poly(ADPribose) polymerase (PARP-1), the best marker of this process ( Ianaro A. et all, 2008) .
Aim of actual research is to investigate the effect of the NBD-peptide on NF-kB activity and survival of different melanoma cells line ( 397, SK-Mel 28, B16-F10, M14 ), which present different mutations in several genes.
This confirms a possible role of NF-kB in melanoma progression and, furthermore, blocking NF-kB activity it's possible to induce apoptosis in melanoma cell lines. The administration of NBD peptide could modulate NF-kB activity which could be critical for melanoma cell survival in melanoma cell lines and could offer new possible therapeutic strategies for melanoma. Background: Jagged/Notch signaling plays a pivotal role in the regulation of many fundamental cellular processes such as proliferation, stem cell maintenance and differentiation. There is increasing evidence that this signaling pathway is involved in human carcinogenesis and exerts oncogenic or tumor suppressor effects depending on the level of signaling activity and the context in which it occurs. The role of Jagged/ Notch signaling in thyroid carcinogenesis started recently to be elucidated. Indeed, it has been suggested that components of Jagged/Notch pathway are expressed in human thyroid follicular cells and are regulated by TSH. Interestingly, Notch receptors seem to be down-regulated only in undifferentiated thyroid carcinomas and the reestablishment of Notch activity correlates with reduced cell proliferation, increased NIS expression and gain in cell differentiation, suggesting a tumor suppressor function for Notch pathway. These findings appear to be in conflict with the evidence that Jagged 1 expression and Notch activity is increased in stem cells obtained from human thyroid cancer cell lines, suggesting rather an oncogenic role. Material and Methods: We evaluated, by quantitative RT-PCR, the gene expression profile of Notch receptors 1-4 and their ligands Jagged 1 and 2 in a series of 10 human thyroid carcinomas in comparison to the respective non-infiltrated thyroid gland and in poorly-differentiated thyroid carcinoma FRO cells in comparison to welldifferentiated papillary thyroid TPC-1 cells. Gene expression levels of specific genes were interpreted as up-regulated if found increased at least 2 times. Results: Preliminary results from this limited series of thyroid carcinomas revealed the up-regulation of Notch 1 and 2 gene expression in, respectively, 7/10 and 5/10 thyroid tumors, and the up-regulation of Jagged 1 and 2 gene expression in, respectively, 3/10 and 9/10 thyroid tumors. No major change in the gene expression profile of Notch 3 and 4 were observed. Consistently, poorly-differentiated thyroid FRO cells exhibited increased expression of Notch 1 and 2 genes, as well as up-regulation of Jagged 1 and 2 expression compared to well-differentiated papillary thyroid tumor TPC-1 cells.. Conclusions: These findings suggest that Jagged/Notch components may exert an oncogenic role in thyroid carcinogenesis, even though further studies are needed to better define their function in the loss of cell differentiation and in the epithelialto-mesenchymal transition of thyroid tumors.
E27 PRELIMINARY ANALYSIS OF THE GENE EXPRESSION PROFILE OF JAGGED/NOTCH SIGNALING PATHWAY COMPONENTS IN HUMAN THYROID CARCINOMAS
E28 COMPARATIVE STUDY OF QUALITY OF LIFE (QOL) IN PATIENTS AFFECTED FROM SARCOMA AND NON SARCOMATOUS ONCOLOGICAL DISEASES
Dal Canton O, Lombardi I, Comandone A, Bergnolo P, Oliva C, Boglione A, Chiadò Cutin S, Pochettino P, InguI`M, Garetto F, Bianco L, Berno E., Giubellino E Dept. Medical Oncology Ospedale Gradenigo, Gruppo Piemontese SarcomiItalian Sarcoma Group Introduction: The importance of QoL issues for cancer patients is well recognized either by clinicians or by patients and their families. Over the past several decades numerous studies have addressed the investigation on physical, emotional, social wellbeing of cancer patients mainly during the period of active oncological care.
Aim of this study was the QoL in pts with soft tissue and bone sarcomas compared to the patients with different oncological diseases, in order to clarify the possible differences in psychological attitude and coping. Patients and method: QoL was assessed with Functional Assessment in Cancer Therapy-General and Hospital Anxiety and Depression Scale questionnaires. FACT-G has 34 items investigating physical, functional, emotional and social/family well-being. HADS scale was created as screening instrument to evaluate anxiety and depression symptoms in hospital patients; it consists of 2 subscales and 14 items. From January 2007 to December 2008 the questionnaires were administered in the 2 different groups: 42 pts with sarcomas and 42 patients with common tumours (breast, colon). All pts were under active chemothepy.
Comparison between the groups was performed by K Cohen system. Results: The 2 groups were well balanced in age, sex, PS and stage of disease. Therapies were distinguished between adjuvant and palliative settings.
The 2 groups recorded similar results in agreement of the patient-doctor relationship (52% sarcomas vs 51% other tumours), in familiar, social (50% vs 52%) and functional satisfaction (57% vs 59%).
Sarcoma patients did worst in anxiety (80% vs 57%), depression (75% vs 61%) and physical symptoms (64% vs 70%). Conclusion: Our comparative study put in evidence that sarcomas patients present a different coping during the active treatment of the disease.
The rarity of the disease, the lack of diffuse expertise among the clinicians, the need to move from far away to be treated in a Specialized Center added to the difficulties in movement and everyday activities can explain the worst results.
E29 PINEOBLASTOMA IN ADULTS: A RETROSPECTIVE STUDY
Mazzocchi V, Franceschi E, Tosoni A, Benevento F, Poggi R, LaTorre L, Dall'Occa P, Tomasello C, Maestri A, Brandes AA Background: Pinealoblastoma (PB) is an extremely rare brain tumor in adults, and only occasional data are available about the treatment of these diseases. Methods: A retrospective analysis of our brain tumors database was found to evaluate the management and outcomes of adults PB patients followed between January 1989 and December 2008. We evaluated only pts who met the following inclusion criteria: age ‡18 years; PS 0-2; histological diagnosis of PB. Results: nine patients were included into the analysis (m/f : 4/5, median age: 33, range: 18-44). Median follow up was 48 months (range: 20 -147). Surgical resection was complete in 4 patients and partial in 5 patients. All but one patients showed positive cerebrospinal fluid. All the patients received whole brain and craniospinal irradiation. 
